The adverse gastrointestinal effects of opioids have been extensively described in medical literature.[@b1-jnm-21-618] Their effect takes place mainly on the enteric nervous system, through receptors in the myenteric and submucosal plexuses. There are 3 recognized main opium receptors (μ, δ, and κ) that are expressed in the central and enteric nervous systems, which mediate the gastrointestinal effects.[@b2-jnm-21-618]

The mainly studied adverse gastrointestinal effect of opioids is constipation, due to the greater understanding of opium receptor physiology in the colon.[@b3-jnm-21-618] However their effect on esophageal motility has seldom been studied.

Our study's objective was to assess esophageal motility, using high-resolution manometry (HRM), in patients undergoing long-term opioid therapy, referred for dysphagia study to the Digestive Functional Disorders Unit. A descriptive, prospective study of consecutive patients was conducted from January 2014 to May 2015. The clinical and manometric data of 5 patients with dysphagia undergoing opioid therapy were collected consecutively. In all cases, opioid therapy preceded the onset of dysphagia. There were no previous medical conditions that explained the dysphagia, and all patients underwent upper endoscopy and biopsies, with normal results. The HRM studies were performed with the patient supine after an 8-hour fast, using equipment with perfused catheters, based on our unit's protocol.[@b4-jnm-21-618] Manometric diagnosis was based on the international Chicago classification criteria.[@b5-jnm-21-618]

The HRM showed lower esophageal sphincter (LES) hypertonia with pathological relaxation in all cases. Based on the Chicago criteria, all 5 patients had esophageal motility disorders encompassed within the group called "motility disorders with esophagogastric junction (EGJ) outflow obstruction: Achalasia I, II, III, and functional EGJ obstruction." Two patients met the achalasia criteria and 3 for functional EGJ obstruction criteria ([Table](#t1-jnm-21-618){ref-type="table"} and [Figure](#f1-jnm-21-618){ref-type="fig"}). Three of the 5 patients required pneumatic dilation due to the severity of dysphagia, with little improvement of symptoms. Opioid medication was not able to be withdrawn in any of the cases.

The effect of opioids on esophageal motility has seldom been studied. Various studies with healthy volunteers have shown increased baseline LES pressure with incomplete relaxation when administering opioids.[@b6-jnm-21-618],[@b7-jnm-21-618] Kraichely et al[@b8-jnm-21-618] confirmed these findings in clinical practice in a retrospective study of 15 patients with dysphagia and opioid consumption when manometry was performed. Our study evaluated the esophageal motility of patients with dysphagia and opioid consumption using HRM.

The mechanism responsible for the effects of opioids on esophageal motility remains unclear; however, the nitric oxide pathway has been suggested to play an important role.[@b8-jnm-21-618] Literature has shown that long-term opioid consumption can induce Oddi's sphincter dysfunction, causing its muscles to spasm, which could have interaction pathways similar to those in the esophagus.[@b9-jnm-21-618]

Although clinical improvement with drugs and dilation is \> 50% in published studies on the therapeutic management of esophageal motility disorders,[@b10-jnm-21-618] these treatments in patients having opioid-induced dysphagia resulted in little response. This fact and the onset of symptoms after starting opioid treatment support the relationship between these drugs and the onset of motility disorders.

In conclusion, long-term opioid use can induce esophageal motility disorders similar to achalasia or functional EGJ obstruction. These drugs should be considered in the differential diagnosis of processes that alter esophageal motility, mainly motor disorders which progress with pathological LES relaxation and sphincter hypertonia.
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![High-resolution manometric findings in a patient with opioid-induced dysphagia. Type III achalasia is seen.](jnm-21-618f1){#f1-jnm-21-618}
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High-resolution Manometric Findings in Patients With Opioid-induced Dysphagia

  Manometric data   4s-IRP (mmHg)^[a](#tfn1-jnm-21-618){ref-type="table-fn"}^   Baseline LES pressure (mmHg)   DCI (mmHgseccm)   Esophageal aperistalsis   Manometric diagnosis
  ----------------- ----------------------------------------------------------- ------------------------------ ----------------- ------------------------- ----------------------------
  Patient 1         21                                                          32                             7009              YES                       Type III achalasia
  Patient 2         20                                                          50                             3781              NO                        Functional EGJ obstruction
  Patient 3         10                                                          30                             1602              NO                        Functional EGJ obstruction
  Patient 4         13                                                          55                             1596              NO                        Functional EGJ obstruction
  Patient 5         8                                                           37                             134               YES                       Type III achalasia

Pathological 4s-IRP \> 6.5 mmHg (adapted from Ortiz et al[@b4-jnm-21-618]).

4s-IRP, 4-second integrated relaxation pressure; LES, lower esophageal sphincter; DCI, distal contractile integral; EGJ, esophagogastric junction.
